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THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1 .1 36(a). In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 
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Disposition of Claims 

4) 13 Claim(s) 1-14.17-23,64 and 67-112 is/are pending in the application. 

4a) Of the above claim{s) is/are withdrawn from consideration. 
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DETAILED ACTION 
Continued Examination Under 37 CFR 1.114 

1 . A request for continued examination under 37 CFR 1.114, including the fee set 
forth in 37 CFR 1 .1 7(e), was filed in this application after final rejection. Since this 
application is eligible for continued examination under 37 CFR 1.1 14, and the fee set 
forth in 37 CFR 1 .1 7(e) has been timely paid, the finality of the previous Office action 
has been withdrawn pursuant to 37 CFR 1.114. Applicant's submission filed on 

1 2/05/2003 has been entered. 

2. Claims 15-16, 24-63, and 65-66 are canceled without prejudice or disclaimer, 
claims 77-1 12 are newly added. 

3. Claims 1-14, 17-23, 64, and 67-112 are pending. 

4. Upon review and reconsideration and in view of newly submitted claims, the 
instant application is deemed to contain multiple and or distinct inventions. 

Election/Restrictions 

5. Restriction to one of the following inventions is required under 35 U.S.C. 1 21 : 

I. Claims 1,2,3.4,5,6,7,8,9,10,14.17,19,20,64,67,77, and 78 are drawn to a 
method of identifying a compound that modulates an HSP-a2M receptor 
mediated process comprising contacting a test compound with aim 
receptor and a heat shock protein, binding fragment thereof, or a purified 
HSP-peptide complex, and measuring the level of HSP binding activity. 
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HSP uptake, or HSP-mediated antigen representation activity, wherein the 
compound is specifically drawn to an antagonist and the a2M receptor is 
purified , classified in class 436, subclass 500. if applicant elects this group 
for prosecution on the merits, applicant must elect a single compound for 
examination from claims 3-10. This election shouid not be construed as a election 
of species - see paragraph 6 below. 

II. Claims 1 .3,4,5.6,7,8.9.10,1 1 .14,19.20.64.67,77, and 78 are drawn to a 

method of identifying a compound that modulates an HSP-a2M receptor 
mediated process comprising contacting a test compound with a2M 
receptor and a heat shock protein, binding fragment thereof, or a purified 
HSP-peptide complex, and measuring the level of HSP binding activity, 
HSP uptake, or HSP-mediated antigen representation activity, wherein the 
compound is specifically drawn to an agonist and the a2M receptor is 
purified , classified in class 436, subclass 500. if applicant elects this group 
for prosecution on the merits, applicant must elect a single compound for 
examination from claims 3-10. This election should not be construed as a election 
of species - see paragraph 6 below. 

III. Claims 1,2,3,4,5.6.7.8,9.10,12,14,19.20.64,67,77,and 78. are drawn to a 
method of identifying a compound that modulates an HSP"a2M receptor 
mediated process affecting diabetes or other autoimmune disorders, a 
disease or disorder involving disruption of antigen presentation or 
endocytosis, a disease or disorder involving cytokine clearance or 
inflammation, a proliferative disorder, a viral disorder or other infectious 
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disease, hypercholesterolemia, Alzheimer's disease, or osteoporosis 
comprising contacting a test compound with a2m receptor and a heat 
shock protein, binding fragment thereof, or a purified HSP-peptide 
complex, and measuring the level of HSR binding activity, HSR uptake, or 
HSP-mediated antigen representation activity, wherein the compound is 
specifically drawn to an antagonist and the a2M receptor is purified , 
classified in class 514, subclass 2. if applicant elects this group for 
prosecution on the merits, applicant must elect a single compound for examination 
from claims 3-10. This election should not be construed as a election of species - 
see paragraph 6 below. 

IV. Claims 1,3,4,5,6,7,8,9,10,11,12.14.19,20,64,67,77, and 78, are drawn to a 
method of identifying a compound that modulates an HSR-a2M receptor 
mediated process affecting diabetes or other autoimmune disorders, a 
disease or disorder involving disruption of antigen presentation or 
endocytosis, a disease or disorder involving cytokine clearance or 
inflammation, a proliferative disorder, a viral disorder or other infectious 
disease, hypercholesterolemia, Alzheimer's disease, or osteoporosis 
comprising contacting a test compound with a2m receptor and a heat 
shock protein, binding fragment thereof, or a purified HSR-peptide 
complex; and measuring the level of HSR binding activity, HSR uptake, or 
HSR-mesdiated antigen representation activity, wherein the compound is 
specifically drawn to an agonist and the a2M receptor is purified , classified 
in class 514, subclass 2. If applicant elects this group for prosecution on the 
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merits, applicant must elect a single compound for examination from claims 3-10. 
This election should not be construed as a election of species - see paragraph 6 
below. 

V. Claims 13,14,17,18,21,22,23,76,77, and 78, are drawn to a method of 
Identifying a compound that modulates an HSP-a2M receptor mediated 
process comprising contacting a test compound with a cell expressing an 
a2M receptor, and a purified HSR or fragment thereof, or a purified HSP- 
peptlde complex; and measuring the level of HSP binding activity, HSP 
uptake, or HSP-mediated antigen representation activity, classified in 
class 435, subclass 7.1 . 

VI. Claim 68, drawn to a method of identifying a compound that modulates an 
HSP-a2M receptor mediated process comprising contacting a test 
compound with an a2M expressing cell and a purified HSP, or fragment 
thereof, or a purified HSP-peptide complex; and measuring the level of 
a2M receptor activitv by a signal transduction activity assay, heat shock 
protein uptake assay, chemotaxis assay, or calcium ion concentration 
assay, classified in class 435, subclass 7.1. 

VII. Claims 69 and 79, are drawn to a method of screening a plurality of 
molecules for one or more molecules having the ability to modulate, 
directly, or indirectly, the antigen presentation of a 2M receptor-expressing 
cell comprising contacting said plurality of molecules with said a 2M 
receptor-expressing cells and a purified complex of a heat shock protein 
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and the antigenic peptide; measuring antigen presentation by said a 
2Mreceptor-expressing cells in the presence of said plurality of molecules; 
and comparing antigen presentation activity by said a 2M receptor- 
expressing cells in the presence of said plurality of molecules with antigen 
presentation activity by said a 2M receptor-expressing cells in the 
absence of said plurality of molecules, classified in class 435, subclass 
7.93. 

VIII. Claims 70,75, and 79, are drawn to a method of screening an antibody 
specific to HSP for the ability to modulate, directly, or indirectly, the 
antigen presentation of a2M receptor-expressing cell comprising 
contacting said antibody with a2M receptor-expressing cells and a purified 
complex of a heat shock protein and the antigenic peptide; measuring 
antigen presentation by said a2M receptor-expressing cells in the 
presence of said antibody; and comparing antigen presentation activity by 
said a2M receptor-expressing cells in the presence of the antibody with 
antigen presentation activity by said a2M receptor-expressing cells in the 
absence of the antibody, wherein the antibodv is specific for HSP . 
classified in class 435, subclass 7.1. 

IX. Claims 70,75, and 79, are drawn to a method of screening an antibody 
specific to a2M for the ability to modulate, directly, or indirectly, the 
antigen presentation of a2M receptor-expressing cell comprising 
contacting said antibody with a2M receptor-expressing cells and a purified 
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complex of a heat shock protein and the antigenic peptide; measuring 
antigen presentation by said a2M receptor-expressing cells in the 
presence of said antibody; and comparing antigen presentation activity by 
said a2M receptor-expressing cells in the presence of the, classified in 
class 435, subclass 7.1 . 

X. Claims 71 ,75, and 79, are drawn to a method for screening a molecule for 
the ability to modulate, directly or indirectly, the antigen presentation 
activity of a 2M receptor-expressing cells, comprising contacting the 
molecule with purified a2M receptor-expressing cells and a purified 
complex of a heat shock protein and an antigenic peptide; measuring 
antigen presentation by the a2M receptor-expressing cells in the presence 
of the molecule; and comparing antigen presentation activity by the a2M- 
expressing cells in the presence of the molecule with antigen presentation 
activity by the a2M receptor-expressing cells in the absence of the 
molecule, classified in class 435, subclass 7.2. 

XI. Claims 72,75, and 79, are drawn to a method for screening a plurality of 
molecules for one or more molecules having the ability to modulate, 
directly or indirectly, the ability of an a2M receptor-expressing cell to 
activate cytotoxic T cells in vitro comprising contacting said plurality of 
molecules with cells expressing a2M receptor, a purified complex of a 
heat shock protein and a peptide, and cytotoxic T cells, under conditions 
conducive to the activation of cytotoxic T cells; comparing the activation in 
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vitro of said T cells with the activation in vitro of T cells in the absence of 
said plurality of molecules, classified in class 435, subclass 7.93. 

XII. Claims 73, and 79, are drawn to a method for screening an antibody 
specific to a HSP for the ability to modulate, directly or indirectly, the 
ability of an a2M receptor-expressing cell to stimulate the activation of 
activate cytotoxic T cells in vitro comprising contacting the antibody with 
cells expressing a2M receptor, a purified complex of a heat shock protein 
and a peptide, and cytotoxic T cells, under conditions conducive to the 
activation of cytotoxic T cells; comparing the activation in vitro of said T 
cells with the activation in vitro of T cells in the absence of said plurality of 
molecules, wherein the antibody is specific for HSP, classified in class 
435, subclass 7.1. 

XIII. Claims 73 and 79, are drawn to a method for screening an antibody 
specific to an a 2M receptor for the ability to modulate, directly or 
indirectly, the ability of an a2M receptor-expressing cell to stimulate the 
activation of activate cytotoxic T cells in vitro comprising contacting the 
antibody with cells expressing a2M receptor, a purified complex of a heat 
shock protein and a peptide, and cytotoxic T cells, under conditions 
conducive to the activation of cytotoxic T cells; comparing the activation in 
vitro of said T cells with the activation in vitro of T cells in the absence of 
said plurality of molecules, wherein the antibody is specific for a 2M 
receptor, classified in class 435, subclass 7.1. 
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XIV. Claims 74 and 79, are drawn to a method for screening a molecule for the 
ability to modulate, directly or indirectly, the ability of an a 2M receptor- 
expressing cell to stimulate the activation of activate cytotoxic T cells in 
vitro comprising contacting said molecule with a purified cells expressing a 
2M receptor, a purified complex of a heat shock protein and a peptide, and 
cytotoxic T cells, under conditions conducive to the activation of cytotoxic 
T cells; comparing the activation in vitro of said T cells with the activation 
in vitro of T cells in the absence of said plurality of molecules, classified in 
class 435, subclass 7.24. 

XV. Claims 80,81,83,85,86,87.88, 89,90,91,92,94,95,96,104,105,106,107, 
108,109,1 10,1 1 1 , and 1 12, are drawn to a method for identifying a 
compound that modulates an HSP-a2M receptor-mediated process, 
comprising contacting a test compound with a ligand-binding fragment 
of an a2M receptor, and a purified heat shock protein, or a binding 
fragment thereof, or a purified HSP-peptide complex; and measuring the 
level of HSP binding activity, HSP uptake activity, or HSP-mediated 
antigen representation activity, classified in class 436, subclass 500. if 
applicant elects this group for prosecution on the merits, applicant must elect (1) a 
single compound for examination from claims 85-92, and (2) a single SEQ ID 
Number from claim 1 12 for examination. This election should not be construed as 
a election of species - see paragraph 6 below. 

XVI. Claims 93,94.95,96.97,98,99,100,101,102.103,104.105,106,107,108. 
109,110, 111. and 112, are drawn to a method for identifying a compound 
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that modulates an HSP-a2M receptor-mediated process comprising 
contacting a test compound with a cell expressing a ligand-binding 
fragment of an a2M receptor and a purified heat shock protein, or 
fragment thereof, or a purified HSP-peptide complex; and measuring the 
level of HSP binding activity. HSP uptake activity, or HSP-mediated 
antigen representation activity in the cell, classified in class 436, subclass 
500. If applicant elects this group for prosecution on the merits, applicant must 
elect a single SEQ ID Number from claim 11 2 for examination. This election should 
not be construed as a election of species ~ see paragraph 6 below. 
The inventions are distinct, each from the other because of the following reasons: 

6. Inventions of groups l-XVI are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have different 
modes of operation, different functions, or different effects (MPEP § 806.04, MPEP § 
808.01 ). In the instant case the different inventions are unrelated in that the methods of 
the different groups require the use of different components all of which have different 
structures and functions; have different purposes, such as for the screening of different 
types of modulators; and have different outcomes of which are intended to derive 
different types of activation or modulation. 

7. Because these inventions are distinct for the reasons given above and the 
search required for the different groups is not required one for the other, restriction for 
examination purposes as indicated is proper. In this case, the different methods of 
screening requires searching in different databases which are different from one 
another and a search in these different databases are considered burdensome. 
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8. Upon election of Groups 1,11,111. IV, XV, or XVI, applicants are additionally 
required to elect a single compound and or sequence identified by a specific sequence 
identification number, as indicated above as they apply to group(s). The recited 
compounds and sequences have different structures one from other and the search for 
the compounds and or sequences would be unduly burdensome. This requirement is 
not to be construed as a requirement for an election of species, since each of the 
compounds and sequence(s) recited in alternative form is not a member of a single 
genus of invention, but constitutes an independent and patentablv distinct invention. 

9. Claim 12 is generic to a plurality of disclosed patentably distinct species 
comprising different types of diseases or disorders. Applicant is required under 35 
U.S.C. 121 to elect a single disclosed species, even though this requirement is 
traversed. 

Should applicant traverse on the ground that the species are not patentably 
distinct, applicant should submit evidence or identify such evidence now of record 
showing the species to be obvious variants or clearly admit on the record that this is the 
case. In either instance, if the examiner finds one of the inventions unpatentable over 
the prior art, the evidence or admission may be used in a rejection under 35 
U.S.C, 103(a) of the other invention. 

10. Applicant is advised that the reply to this requirement to be complete must 
include an election of the invention to be examined even though the requirement be 
traversed (37 CFR 1.143). 
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1 1 . Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Christopher H Yaen whose telephone number is 571- 
272-0838. The examiner can normally be reached on Monday-Friday 9-5. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Yvonne Eyier can be reached on 571-272-0871 . The fax phone number for 
the organization where this application or proceeding is assigned is 703-872-9306. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). 


Christopher Yaen 
Art Unit 1642 
March 16,2004 
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